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d.) Remarks 

Applicant has canceled claims 59 and 64-67, amended claims 58 and 63, and added new 
claim 68. Support for the amendments to claim 58 can be found in the specification at page 14, 
lines 28-29. Support for the amendments to claim 63 can be found in the specification at page 
14, line 26. Support for new claim 68 can be found in the specification at page 15, lines 1-2. 
Accordingly, no new matter or new issues are introduced with these amendments and the new 
claim, and claims 1-26, 40-58, 60-63 and 68 are currently pending. 
Remarks Regarding 35 ILS.C. § 102(b) 

Claims 58, 60 and 62 stand rejected, under 35 U.S.C. § 102(b), as allegedly anticipated 
by Teni et al. ("Teni"). Applicant respectfully traverses this rejection. 

In the Office Action (Paper No. 14), it is alleged that Teni discloses measuring the level 
of a prostatic inhibin-like peptide ("PIP") and that, in view of applicant's broad definition of the 
inhibin protein, it must be concluded that PIP is encompassed within the meaning of inhibin in 
the claims. In applicant's Amendment filed and dated September 26, 2002 (Paper No. 13), 
applicant asserted that PIP was not an inhibin protein and cited to an abstract of an article by 
Gorden et al. ("Gordon"), which indicates that Beta-microseminoprotein ("P-MSP") is not an 
inhibin (see Title). In Paper No. 14, the examiner requests a copy of the Gordon abstract and 
further states that the relation between PIP and P-MSP is unclear. 

As requested, enclosed please find the Gordon abstract and also the full length Gordon 
publication (Biology of Reproduction 36:829-35, 1987). As indicated in Gordon, the protein 
identified as p-MSP is not believed to be an inhibin because P-MSP and tryptic peptides of p- 
MSP failed to depress follicle-stimulating hormone ("FSH") levels in the medium at any of the 
doses tested (10-10,000 ng/ml). However, under the same conditions, partially purified inhibin 
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from porcine follicular fluid ("pFFl") showed a dose-dependent inhibition of FSH secretion with 
a 50% inhibitory dose at 50 ng, which paralleled that seen with standard inhibin (see Gordon 
abstract, discussion, and Figure 4). 

Applicant further notes that the relationship between PIP and p-MSP is disclosed in 
Gordon and Teni. In Teni, PIP is stated to contain a known amino acid sequence as disclosed in 
reference number 11, which is Seith et al. (FEBS Letters 175:349-55, 1984). In Gordon, 
reference is made to a separate preparation by Seth et al. (see page 830, second column), which 
is the same publication referred to by Teni (FEBS Letters 175:349-55, 1984). Gordon notes that 
the sequence identified as p-inhibin by Seth and others was determined to be structurally 
identical to a sperm-coating antigen and designated as P-MSP. In other words, P-MSP is also 
known as PIP, which applicant further represents has no sequence homology to applicant's 
claimed inhibin protein. Further, this protein is not a part of the TGF-P superfamily that 
encompasses applicant's claimed inhibin protein. 

Applicant respectfully asserts that PIP and P-MSP are in fact the same protein and that p- 
MSP is not an inhibin protein of the claimed invention. Accordingly Teni does not disclose or 
suggest the claimed invention. 

Thus, the rejection of claims 58, 60 and 62, under 35 U.S.C. § 102(b), is overcome and 
applicant respectfully requests that it be withdrawn. 
Remarks Regarding 35 U.S.C. § 103(a) 

Claims 58, 60, 62 and 63 stand rejected, under 35 U.S.C. § 103(a), as allegedly obvious 
over Ying et al. ("Ying") and Teni. Applicant respectfully traverses this rejection. 

As discussed above, Teni does not disclose or suggest applicant's inhibin protein. Teni 
relates to a different protein, p-MSP, which is in fact not an inhibin protein of the claimed 
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invention. Thus, absent Teni this rejection cannot stand. Nevertheless, in an effort to expedite 
prosecution, applicant offers the following remarks regarding the relevance of Ying. 

The claimed invention is based on the surprising observation that the level of inhibin 
protein in a mammal can be used to determine the presence or absence of prostate cancer. 
However, as is stated in Ying, the authors do not consider human prostate cancer cells to express 
inhibin {see Ying, page 400, bottom of page: "This observation [the identification of inhibin in 
normal rat prostatic epithelial cells] is different from that in human cancer cells (13-15) which 
have no inhibin reactive cells."). Therefore, Ying could not come to the conclusion that a level 
of inhibin protein can correlate with prostate cancer. Accordingly, Ying actually teaches away 
from the claimed invention, which is strong evidence of unobviousness. 

Thus, the rejection of claims 58, 60, 62 and 63, under 35 U.S.C. § 103(a), is overcome 
and applicant respectfully requests that it be withdrawn. 
Remarks Regarding 35 U.S.C. § 112, Second Paragraph 

Claims 58, 60, 62 and 63 stand rejected, under 35 U.S.C. § 112, second paragraph, as 
allegedly indefinite. Applicant respectfully traverses this rejection. 

With regard to claims 58 and 63, it is allegedly unclear what is encompassed by the term 
"modified." As is believed clear to one of ordinary skill in the art, modified has a plain meaning 
which in context here means a change in the level of inhibin protein. As is recited in claim 58, 
this change is between a mammal with prostate cancer and a normal mammal without prostate 
cancer. As this term is believed to be clear, this aspect of the rejection is believed overcome. 

With regard to claim 63, it is allegedly unclear what is intended by the term "absent." 
Solely in an effort to expedite prosecution, the term absent has been deleted from claim 63. 
However, new claim 68 has been added to make it clear that a reduction of inhibin protein level 
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in the mammal encompasses "an absence" of detectable inhibin protein. Thus, this aspect of the 
rejection is moot. 

Thus, the rejection of claims 58, 60, 62 and 63, under 35 U.S.C. § 1 12, second paragraph, 
is overcome and applicant respectfully requests that it be withdrawn. 
Conclusion 

The application is believed to be in condition for allowance and the prompt issuance of a 
Notice of Allowance is respectfully requested. In addition, if the application is considered to be 
in condition for allowance, applicant respectfully request that the species restriction imposed in 
the Office Action, mail dated March 9, 2001 (Paper No. 9), be withdrawn and that claim 61, the 
one claim that was subject to the species restriction, be included in the application and amended 
in accordance with similar amendments made to claim 62 herein. 

If there are any fees due with the filing of this Response, including any fees for an 
extension of time, applicant respectfully requests that extension and requests that any and all 
such fees be charged to the undersigned's Deposit Account No. 03-1952. 



Dated: January 7, 2004 
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Gordon publication 

Customer LD. No. 25227 

Morrison & Foerster LLP 

Suite 300, 1650 Tyson's Boulevard 
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WL Gordon, WK Liu, K Akiyama, R Tsuda, M Hara, K Schmid and DN Ward 

Beta-microseminoprotein (beta-MSP), a sperm-coating antigen isolated from human seminal plasma, 
has apparent structural identity with "beta- inhibin" isolated from the same source. Publication of the 
amino acid sequence of beta-MSP revealed a greater than 96% homology with "beta- inhibin," with only 
a proline-threonine substitution at positions 39 and 40, and the omission of a glycine at position 93. Due 
to the nearly identical sequences of "beta-inhibin" and beta-MSP, we examined the ability of beta-MSP 
and its tryptic peptides to inhibit basal follicle- stimulating hormone (FSH) secretion from rat pituitary 
cells in culture, the inhibin bioassay. Whole pituitaries collected from 250- to 300-g male rats were 
dispersed enzymatically and plated onto 24-well culture dishes for 3 days. beta-MSP and its tryptic 
peptides were dissolved in cell culture medium, applied to the pituitary monolayer cell cultures, and 
incubated for an additional 3 days. FSH levels in the medium were determined by radioimmunoassay. A 
partially purified preparation of inhibin and our in-house inhibin standard, both prepared from porcine 
follicular fluid (pFFl), were included in the same assay. Whereas the partially purified inhibin from pFFl 
showed a dose- dependent inhibition of FSH secretion, with a 50% inhibitory dose (ID50) of 50 ng, 
which paralleled that of the standard, beta-MSP and its tryptic peptides failed to depress FSfNevels in 
the medium at any of the doses tested (10-10,000 ng/ml). We conclude that beta-MSP is not an inhibin 
under our assay conditions. 

This article has been cited by other articles: 

• Lazure, C, Villemure, M., Gauthier, D., Naude, R. J:, Mbikay, M. (2001). Characterization of 
ostrich (Struthio camelus) {beta} -microseminoprotein (MSP): Ideication of homologous 
sequences in EST databases and analysis of their evolution during speciation. Protein Sci 10: 
2207-22 1 8 [Abstract] [Full Text] 

• Makinen, M., Valtonen- Andre, C, Lundwall, A. (1999). New World, but not Old World, monkeys 
carry several genes encoding {beta} -microseminoprotein. EurJBiochem 264: 407-414 
[Abstract] [Full Text] 
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These three studies also included amino acid sequence 
data limited to the N-terminal sequence of the two 
chains of the molecule, but consistent with the com- 
plete structure of inhibin predicted by Mason et al. 
(1985). The relationship of these preparations to that 
"of "Rivier et aL (1984), also from pFFl, but with a 
molecular weight of 12,000 and a reported potency 
approximately 5-fold greater than the 32,000 molecu- 
lar weight preparations cited above is not clear. How- 
ever, in a subsequent report, Rivier et al. (1985) 
explain, "when also considering the large number of 
Cys residues one may suggest a globular structure 
which would explain the low apparent MW on gel per- 
meation and its MW of 25K when nonreduced as 
compared to 32K, the sum of the low MW of the two 
denatured chains on SDS-PAGE," The 25,000 esti- 
mate appears to be a revision of their earlier estimate. 

There is also a recent report of an inhibin prepara- 
tion from bovine follicular fluid (Robertson et al M 

1985) that has a specific activity comparable to that 
found for porcine inhibin (Ling et aL, 1985; Miya- 
moto et aL, 1985; Rivier et al., 1985; Gordon et al M 

1986) . The molecular size, however, is slightly larger 
(56,000) and the N-terminal sequences (six residues) 
are different (Robertson et aL, 1985). However, this 
same group (Robertson et al., 1986) have recently 
shown a 31,000 molecular weight inhibin derived 
from the 56,000 molecular weight inhibin can also 
be obtained from bovine follicular fluid. That the 
32,000 form of inhibin is a proteolytic fragment of 
the 56,000 form of inhibin is further implied by the 
elucidation of the cDNA, structure of inhibin from 
the bovine (Forage et aL, 1986). 

In contrast to the substantive reports on female- 
derived inhibin (Mason et aL, 1985; Forage et al., 
1986), the claims for sequences of proteins or pep- 
tides from the male with "inhibin -like activity'- have 
failed to receive confirmation from laboratories other 
than those advancing the claims. When we first re- 
viewed these claims (Gunning et al., 1985), we were 
very much encouraged that inhibin research was 
entering a phase during which specific structures were 
being proposed. However, developments since that 
time lead us to, conclude that the relationship of these 
specific peptides derived from human seminal plasma 
to inhibin or inhibin activity remains to 1 be estab- 
lished. Ramasharma et al. (l 984) reported ;a 31-amino 
acid peptide obtained frbni Seminal plasma that had 
inhibin-like activity ^The structure Was confirmed by 
synthesis (Yamashirbet al 1984);The authors noted >> 



that their preparation was active only under certa 
assay conditions (short -term incubation) in selecu 
systems (Li et al., 1985), but was inactive in Ion 1 
term incubations such as those often used to measut 
inhibin activity (e.g., Channing ct al., 1985). Th 
sequence of the predominant basic protein in liqu 
fled human seminal plasma was subsequently ri 
ported by Lilja and Jcppsson (1985). This 52-residu 
protein has the same N-terminal sequence as th 
31-amino acid residues of the inhibin-like peptid 
of Ramasharma et al. (1984). 

The separate preparation of Scidah et al. (1984] 
designated ^^-inhibin/ 1 also from seminal fluid, wa 
sequenced to completion (94 residues). It was subsc 
quently claimed that the C-terminal portion of thi 
protein (28 residues) was the "active core" of "ft 
inhibin" and accounted for all the activity (Arbati 
et al., 1985). This report and that of Seidah et a 
(1984) present assay data to accompany the sequenc 
studies on "0-inhibin," The C-terminal peptide w 
designated '% -inhibin." A, R. Shcth of Bombay is 
collaborator on the sequence studies of Seidah et al] 
(1984) and Arbatti et al. (1985) of Montreal, and o: 
the studies from JornvalTs laboratory in Stockhol; 
(Johansson, 1984), The latter group scqucn 
M 0-inhibin" (Johansson et al., 1984) and pointed ou; 
that the sequence was apparently identical to th< 
structure of a sperm-coating antigen. The amino act< 
sequence of this antigen, designated 0-microseminoj 
protein (p-MSP), was described in detail by some a 
the present authors (Akiyama et al., 1985). Thus, ii 
was of interest to test the inhibin potency of a^ 
authentic 0-MSP preparation directly. This repo 
will demonstrate that 0-MSP has no detectable inhibit 
activity in a pituitary cell culture assay system use 
to follow the fractionation of inhibin from pFFj 
(Gordon et al., 1986). 

MATERIALS AND METHODS 

Preparation of p-MSP and Tryptic Peptides 

P^MSP was isolated and purified by the method 61 
Akiyama et al. (1985). Tryptic peptides were prel 
pared by incubating 0-MSP with TPCK (L-l-tosylaj 
mide-2-phenylethylchloromethyl ketone)-trypsin> 
1Q0 mM ammonium bicarbonate, pH 8 A for 16 H ^ 
37°C- 'After : inOTbajion, the digest was fracti nate9 
over a J column of Sephadex G 25 fine (Ph?^a& 
Fine Chemicals, Piscataway, NJ) in 50 mM.aji^nra 
ionium 5 bicarbonate. - Under these conditions^' tft? 
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^terminal (1—66 amino acids) fragment (0-MSP-T-1) 
^as separated from the putative C -terminal portion 
(0-MSP-T-2). 

Amino acid analyses were performed on an LKB 
Model 4400 automated analyzer using ninhydrin for 
detection. Samples were hydrolyzed for 24 h at 
110°C in sealed tubes under vacuum with 6 N con- 
stant boiling HCl containing 0*1% phenol N-terminal 
amino acid ahalysis "was done according to the 
method of Hartley (1976). 

Preparation of Partially Purified Inhibin 
from Porcine Follicular Fluid 

A partially purified inhibin preparation was iso- 
lated from pFFl essentially as described previously 
(Gordon et a!., 1986). In this procedure, raw follicu- 
lar fluid was acetone-precipitated at — 20° C (Huang 
and Miller, 1984), added to 95% glacfel acetic acid at 
room temperature, and stirred overnight at 4°C. The 
residue was removed by centrifugation. The super- 
natant was precipitated overnight, with 90% ethanol 
at 4°C The ethanol precipitate was dissolved in 
water, dialyzed against water, and lyophilized. Twelve 
grams of this preparation, designated EP, were dis- 
solved in 126 mM ammonium bicarbonate and frac- 
tionated at 500 ml/h through Sephacryl S-200 
(Pharmacia) in a 14 X 95-cm column (Amicon-Wright, 
Danvers, MA). The eluted fractions were concen- 
trated on a Minitan Filtration Unit (Millipore Corp., 
Bedford, MA) using 10,000 molecular weight cut-off 
membranes. The S-200D fractions from two such 
S-200 chromatographies were pooled (2 SO mg) and 
applied to a Scphadex G-75 column (2.5 X 135 cm) 
equilibrated in 25% acetic acid. The eluted fractions 
were dried two times by lyophilization to remove 
acetic acid, and assayed for inhibin activity. 

Inhibin Bioassay > 

The inhibin bioassay was conducted as previously 
described employing young adult male rats (250— 
300 g) to obtain pituitaries for a basal FSH release 
assay. : from pituitary cell-monolayer culture (Chan- 
ning et al.i 1985).. The ; FSH concentrations in the 
medium were analyzed by one-way analysis of vari- 
ance using the Ntoitab program (Ryan^ 
as adapted to tie Cyber '174 co 
.bility, level for a least significant difference was taken 1; 



RESULTS 



Preparation offi-MSP and Its Tryptic Peptides 

Figure 1 shows the elution profile for the tryptic 
peptides of 0-MSP. Tryptic peptides T-l and T-2 
yielded sufficient quantities of material for further 
analysis, but T-3, T-4, and T-5 did not. The N-rermi- 
nal amino acids in T-l were serine and lysine (Table 
1), and the amino acid composition (data not shown) 
indicated that these peptides contain predominantly 
the N-terminal 66 amino acids. T-2 was a mixture of 
peptides with N-terminal (Table 1) of lysine, iso leu- 
cine, valine, glycine, aspartic and glutamic acids, and 
threonine. Traces of phenylalanine and leucine were 
also detected. These amino acids, with the exception 
of valine, phenylalanine, and leucine, are on the 
C-terminal side of a lysine or arginine in the 0^MSP 
sequence and would be predicted to be N-terminal 
after tryptic digestion. Amino acids that are C-termi- 
nal to an arginine or lysine in the 0-MSP sequence, 



a 

« 
O 




90 150 210 280 
Elution Volume (ml.) ; 

' FIG. t. Elution profile oif .Ae : i6-h tryptic digest of jj-iMSP (beW- 
microtetninoprotcin) on Sephtdex G-25 Fine in O.03 M ammonium 
bicaibonite, pH 7.8, at a flow-rate .' f 10 ml/h. T'i. f-i, T-3, T-4, and 
. r-5 indicate peptide fractions pooled for further analysis." o-:. 
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J ABLE i; ** tcrminal amino acid analy^ of 0-MSP iry p <j c peptide Q 
fractions T-l and T*2, ^ p^paoc .9 



Peptide 



DNS-amino arid' 



T-l 

T-2 



Serine, lysine 

Lysine, isoleucine, valine, glycine, ajpartic acid, 
gluumic ^cid, threonine (phenylalanine, leucine)** 



••Trace amounts of phenylalanine and leucine were detectable. 



but were not detected in N-terminal analysis of T-l 
or T-2, were tyrosine-75, histidine-2c5, and half- 
cystine-18. These amino acids were probably pro- 
tected from tryptic digestion in the nonreduced 
0-MSP substrate. It was clear from the N-termini that 
fraction T-2 contained the majority of the predicted 
tryptic peptides beyond the large N-terminal peptide 
(T-l). To conserve materials and assay effort, we 
looked for inhibin activity in this fraction without 
further resolution. 

Partial Purification of Inhibin from pFFl 

Partial purification of the pFFl inhibin was as 
summarized in Table 2. This fractionation was com- 
parable with our earlier report (Gordon et al„ 1986), 
except the sample size and columns were propor- 
tionately scaled-up (Fig. 2), and the Sephadex G-75 
step was added (Fig. 3), as noted in the Materials and 
Methods section. Recovery of inhibin activity was vir- 
tually quantitative at each step. The 5.8% recovery 
for the S-200D fraction (Table 2) represents the 
activity in the 32,000 molecular weight range. The 
balance of the activity was in fractions B and C and 




6<600 9,900 13,200 16,500 19.8C 
Elution Volume (ml) 

FIG. 2. Elution profile of EP (material obtained from acewj 
acetic acid extraci.On of porcine follicular fluid) on „ 14 x 95-cS 
Sephacryl S-200 column equilibrated at 4°C in 0.126 M ammonia! 
bicarbonate at a flow-rate of 500 ml/h. The indicate the fra'fl 

Z™nM T" COllCC, ! ,J /"? <Jrop«U««». The darkened arc* indicatg 
the inhibin fraction used for further fractionation on Sephadex G-75 2§ 



represents higher molecular weight material Thus: 
the Sephacryl S-200 step did not introduce significant 
loss of activity. 

Inhibin Biological Activity ofp-MSP 
and Its Tryptic Peptides 

The inhibin biological activities of 0-MSP, its „ 
tic peptides, and the partially purified porcine ovariaa 
inhibin are summarized in Figure 4. Whereas the pM 
tially purified inhibin preparation from pFFl showec 
a dose-response curve parallel to our porcine ovaria 



TABLE 2. Summary of jnjiibin biological activity in the fractionation of porcine follicular fluid (pFFl). 



Dry ' : 

__ : . weight 
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Predicted dose response range 
for B-MSP 



^230 ' 350 470 59(T 710 830 
Elution Volume (ml) 

FIG 3 Elution profile of the D fraction from the S-ZOO column On 
Sephadex G-7S equilibrated in 25% acetic add at 4 C with a flow«« 
of 70 ml/h. The letters indicate the fractions pooled and lyophilized. 
The darkened area indicates the inhib in-active fraction. 



standard, the p-MSP prepaiations showed no con- 
vincing depression in medium FSH levels at any dose 
level tested. One-way analysis of variance indicated 
that there was no significant difference in the FSH 
concentrations in the medium at any dose level of 
0-MSP (10-10,000 ng/ml) or its tryptic peptides. 
Figure 4 also indicates the dose-response range for 
•VKnhibin" as reportedly Arbatti et el (1985). In 
assigning this range, we converted their 'ftmote 
designation to ng based on the molecular mass for 
p-MSP of 10,704 daltons. Within this range, we found 
no significant depression in mean FSH concentration 
from control levels in the media from mean FSH 
concentrations in the wells for 0-MSP or the tryptic 
peptides. 

DISCUSSION 

Wc examined the inhibin biological activity of 
J3-MSP in our in vitro pituitary cell culture bioassay. 
There was no statistically significant evidence to 
indicate p-MSP contained any inhibin biological 
activity. We conclude,...thereforc, that ^-MSP is not 
inhibin: We also' examined the tryptic peptides of 
0-MSP and did not find any biological activity among 
these peptides. ,A similar .treatment had been claimed 
by Arbatti et al. (1985) to yield '^-inhibin from 
>mhibin,'UlthQU^ 

peptide equivale'nt. As controls on pur own assay con- 
ditions, highly staific^^^.ffPpre^,^.^od 
/:dos?-«sp^rielktio»snip ^was.-rbbtained •- with a 




* 10 
Control 



100 1,000 
Log Dose (ng/ml) 



10,000 100,000 



with 

i'.Vi 



FIG 4 inhibin bioassay of /J-MSP (beta-mierosemtaoprotein) and 
pFFl (porcine follicular fluid) inhibin preparations in the assay of 
basal FSH released by rat pituitary cells in culture. Each vtlue in the 
upper panel represents the mean FSH concentration from ".>P»«*" 
culture w«lU assayed in duplicate by R1A. The lover panel pom* 
represent a transformation of the means in the upper panel to percent. 
Z of control FSH levels in the cell culture medium. The al 
Z ov> indicates the predicted dose-response range for (J-MSP I based I on 
the dosc-rcsponse ranpc of ^inhibin in the P™™* f " c " 1 " 1 * ~$ 
(Arbatti eral. 1»8S). The symbols are: o, 0-MSP: o. T-l T-2, .. HSN 
std inhibin; o, G-75B partially purified pFFl inhibin. 



laboratory reference preparation from porcine follicu- 
lar fluid, as well as a partially purified inhibin from 
this same source. 

Failure to observe biological activity among the 
fl-MSP preparations could be due to a number of 
reasons. First, the degree of homology between 
"(3-inhibin" and 0-MSP is not 100%; the points of 
difference were noted in the introduction. If these 
amino acid sequences are indeed correct, then th.e 
absence of the half-cystine at position 40 m £MSP 
is not a trivial one since l/2**s residues are generally 
conserved among homologous protein families; se| : 
• for exampie:^ '^™cp\n$^ (Gordon .ami 
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JSf/iSf? and the reIaxin famiIies (Kemp md 

The failure to observe biological activity in the 
-trypnc peptides could be due to the cleavage of essen- 
tial lysine or arginine C-terminal bonds that may be 
critical to biological activity. This could well be the 
case since our N-terminal studies on these tryptic 
peptides indicate 0-MSP showed considerably greater 
flypuc proteolysis (Table 1) than that implied for 
^-inhibm in the studies of Arbatti ec al. (1985) 
However, this point is difficult to evaluate since their 
data are not presented and the tests for biological 
activity that they did run were on a synthetic replica 
of this part of their "0-inhibin" (Arbatti et al., 1985) 
Finally, one further possibility must be considered 
When two proteins (e.g., "0-inhibin" and 0-MSP) are 
isolated from the same source and differ only by the 
slightest differences suggested by the sequence data 
available for these two proteins, there is the consi- 
deration that sequencing errors may be involved 
rather than true protein differences. In this connec- 
pon the two groups sequencing the putative "B- 
inhibm ' checked each other quite well (Johansson 
et a 1984; Seidah et al., 1984) although Johansson 
et al. did indicate some technical difficulty with the 
last three residues at the C-terminus, an area account- 
ing for one of the three differences in the sequence 
proposed for /J-MSP (Akiyama et al., 1985). For this 
reason, we are currently re-examining the fl-MSP 
sequence. 

Whatever might be the ultimate conclusion for 
0-Mhibm ' or "^inhibin" biological activity (at this 
tune, we are unaware of any confirmation of potency 
by other investigators), it is very clear from the 
present study that an authentic sample of /?-MSP, in 
spite of a very high sequence homology (at least 
96.8%) to "/Hnhibin," is not inhibin under conditions 
where a bona fide inhibin preparation showed a good 
dose-response regression. 
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.<, ^hibin ,y were : devoid of jnhibin activity. ,That 
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